Sequential use of mammalian target of rapamycin inhibitors in patients with metastatic renal cell carcinoma following failure of tyrosine kinase inhibitors.
The aim of the study is to evaluate the clinical experience of the sequential use of mammalian target of rapamycin inhibitors (mTORIs) for metastatic renal cell carcinoma (mRCC) refractory to tyrosine kinase inhibitors (TKIs). This study retrospectively investigated the clinical outcomes in a total of 83 consecutive Japanese patients with mRCC who were treated with either everolimus or temsirolimus following the failure of sorafenib and/or sunitinib. Of the 83 patients, 15, 61, and 7 were classified into favorable-, intermediate-, and poor-risk groups, respectively, according to the Memorial Sloan-Kettering Cancer Center model, and 47 and 36 patients were administered mTORIs as second- and third-line therapy, respectively. As the best responses to mTORIs, 6, 53, and 24 were judged to have a partial response, stable disease, and progressive disease, respectively. The median progression-free survival (PFS) and overall survival (OS) of these patients following the introduction of mTORIs were 5.8 and 20.4 months, respectively. Of the several factors examined, liver metastasis and pretreatment C-reactive protein (CRP) level were shown to be independently associated with PFS, while only pretreatment CRP level had an independent impact on OS. Adverse events related to mTORIs corresponding to ≥grade 3 were observed in 26 patients, including anemia in 7, pneumonitis in 7, neutropenia in 4, and stomatitis in 3. Despite the low response rate, mTORIs are well tolerated and could provide comparatively favorable prognostic outcomes in Japanese patients with mRCC after the failure of TKIs.